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rwm AttATTON A ^POWKR OF ATTORNEY 
As a below-named inventor. I hereby declare thai: 

My re^dence. post office address and citizenstup are a, stated beiow next to my na^e: 

I beiieve I am the original, and — g ^5^' ^ '^.^^ wh^t 

Arallc yloioe r ^™*' with Serotonin 3-fTHA Activity 

(check one) is attached hereto. 



was filed on 
Application Serial Mo. 
and was amended on _ 



(if applicable) 



-j — a rnntents of the above- identified specification, 
1 hereby state that I have reviewed and *l££2cW 
including the claims, as amended by any amendment referred to above. 

I acknowledge the duty to disclose information which i. material to mc patentability of this application in 
ac^refwfth Title 37. Code of Federal Regulations. Secuon 156. 

w .,„h,t- Title 35 United States Code, Section 119 of any foreign 

I hereby claim foreign pnonry benefits under J ,tlc 35 U™"=° identified below any foreign 

application(s) for patent or - in ^,^«^^£f 1 . r, °g da « before that of the application on which 
application for patent or inventor's certificate having a tiling anu= 

priority is claimed: Ppnritv Claimed 

Yes 1*2 



(Country) (Day/MontWYear Filed) 



(Number) 

I hereby claim the benefit under Title 35. United States Code. Secuon 119(e) of any United States 

Provisional Application(s) for Patent listed below: 

iM„„, m »~r 12 1999 which was converted from U.S. Patent Application 

""228.820 - Novrmhrr IS, 1?99 « /439 798 , Sled November 12. 1999, pursuant 

(Provisional Appln. No.) (Filing Date) No. ™«*™' d ^ 37 j. . 5 3tc)(2)(i). 

„„„ . „ , „ , Q99 wh ich was converted from U.S. Patent Application 

■ NW Known S^nZn^tef No WW42.981. Hied November 18, 1999, pursuant 

(Provisional Appln. No.) (Filing Date) No^ uw ^ ^ ^ c p R j 53(c)(2)( i). 

I hereby claim the benefit under Title 35. ^J^Jj^J^^jl^Z^^^ 
AppUcation(s) listed below and. insofar as the subject matter of «™£ c ^ fir3t pax ^ h of Title 35. 
disposed in the prior United States application ^J^^^m^M information as defined in Title 

ajph^ion Ld *e national or PCT international filing date of this apphcauon. 
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Pending 



(Application Serial No.) (Filing Date) 



(Status - Patented, pending, abandoned) 
(Stacus - Patented, pending, abandoned) 



(Application Sexiai No.) (Filing Date) 

_ - m „ vnnwlcdze are true and thai all statements made 

on information and belief are believed ««• de ^ punishable by fine or imprisonment, or 

^XXJ^li iST- Sf U^sS-To,* anS that such wflW fa.se — -T 
jS^tothe validity of the application or any patent issued thereon. 

X hereby appoint the following attorneys to prosecute this application and to transact all business in the 
Patent and Trademark Office connected therewith: 

Egon E. Berg, Reg. No. 21.117. of One Campus ^«C^rS: 3«£?E£ 
Blrrert, Reg. No. 35,152;. Steven R. Eck, Reg. No- W2«- A«oW S. Mi*o ^ Philadelphia, 

R. Nagy. Reg. No. 33,432; George Tamows£ ^^^J 7 £ Middletown Road, Pearl River, New 
Pennsylvania. 19101; Daniel B. Moran, Reg. No *); 2 °** Mnc *on t New Jersey. 08543-8000. 

York. 10965; and Barbara L. Lences, Reg- No. 41.143, of CN-80UU. r-nnceio / 

T-. * c*^« d T= c k at telephone number (.MO) 9Q2-2623 . 
Address all telephone calls to Steven, fi r be* ai 

r p^n F Bere American Home Products Corporation, Patent Law 
Address all correspondence to Egon E Berg, 
Department - 2B, One Campus Drive, Pamppany, New Jersey. 07054. 



Full name of sole or first inventor WlY^Fn Orders, Jr, 

Inventor's signature . ^Jo^A $ C $CS$$f^<p * - ■ Date 

t-»: — ^ rv;v*. Mi»w TJnoe. Pel 



rri Hrn" ? rM ^y^nnd nrt'vr N«»w p P TlP^lvanja, 18953 . 

Citizenship United 5 ra ttff rtf America 

Post Office Address Sajne as res^denqa. 



Full name of second joint inventor, if any Horner Retchcr, — —r 

Inventor's signature CLStJ^^E=L — - ^ r Date 

Residence ? , ?S2 Schaf f " Pottsrown ?nmi»v<v n pia , ■ 

Citizenship United States of America ~~ZH 

Post Office Address Same as r^idepce . . 



-2- 



PAGE 6/10 * RCVD AT 2(23/2004 10:19:14 AM [Eastern Standard Time] " SVR;USPTO-EFXRF-2/0 * DNIS:7469195 * CSID:4848658782 * DURATION (mm-s*):03-O6 



02/23/04 10:19 FAX 4848658782 



WYKTH 



El 007 



AM100151 Pi 
PATENT 



Full name of third joint inventor, if/uiy 



hoq-Gharbia 




Inventor's signature 



Residence „ 

Citizenship TTniT^dSratftsof Americq . 

Post Office Address ?s residence 



Date 



Full name of fourth joint inventor, if any Tohn P. Yardley _ 

Inventor's signature . 

Residence mwn^ — f ^n.»fPn, T ii W Pnipnlv"ntl> aftiQ&. 

Citizenship United States of Ajneriga 

Post Office Address 



SaTTie as r t^jdence 



Date 
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BRANCHED ADAMANTYL AND NORADAMANTYL ARYL- AND 
ARALKYLPD7ERAZINES WITH SEROTONIN 5-HT tA ACTIVITY 

This application claims the benefit of U.S. Provisional Application No. 
60/228 820, which was converted from U.S. Patent Application No. 09/439,798, filed 
November 12, 1999; and U.S. Provisional Application No. Not Yet Known, filed 
November 18, 1999. which was converted from U.S. Patent Application No. 
09/442,981, pursuant to a petition filed under 37 C.F.R. 1.53(c)(2)(i). 



This invention relates to novel branched adamantyl, noradamantyl aryl and 
15 aralkylpiperazines having serotonin 5-HT IA activity. More particularly, the present 
invention relates to compounds and methods using them to provide neuroprotection 
and prevent, inhibit or limit processes of neurodegenerauon in mammals. 



Introduction 



Compounds having selective agonist and partial agonist activity at the 5-HT, A 
receptor have established a presence in the marketplace as effective anxiolytic agents 
(buspirone, Buspar', US Patent 3,717,634). Evidence generated over the past 20 
years supports the hypothesis that 5-HT 1A agonists and partial agonists may find use 
25 in the treatment of several diseases such as anxiety, depression, schizophrenia, sexual 
dysfunction, cognitive deficits resulting from neurodegenerative diseases like 
Alzheimer's Disease, nausea and vomiting, sleep disorders, pain, obesity, pain, 
addiction/withdrawl and in the treatment of prostate cancer (for recent reviews, see: 
Rasmussen, K. and Rocco. V. P., Recent Progress in Serotonin (5-HT)^ Receptor 
30 Modulators. In: Annual Reports in Medicinal Chemistry. Volume 30, Bristol. J. A., 
ed Academic Press. New York. 1995. pp. 1-9; Schaus. J. M. and Bymaster, F. P.. 
Latest Developments in Serotonin Receptor Modulation, In; Annual Reports m 
Medicinal Chemistry. Volume 33. Bristol. J. A., ed., Academic Press, New York, 
1998, pp. 21-30). 

35 More recant evidence now indicates that 5-HT! A agonists and partial agonists 

act in other disease stales and conditions by virtue of their ability to inhibit the ^release 
of glutamate. 5-HT 1A agonists and partial agonists may be used to treat condiuons 
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